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tgtcactttt gggcctagag acgtaccagg tccagaaact cagectcca

<210> SEQ ID NO 20

<211> LENGTH: 48

<212> TYPE: DNA

<213> ORGANISM: homo sapiens

<220> FEATURE:

<223> OTHER INFORMATION: NR1h2_Exon_2 TALEN TARGET

<400> SEQUENCE: 20

ttccaggaaa tggccccect cagectggeg ceecttette ttcaccca

<210> SEQ ID NO 21

<211> LENGTH: 49

<212> TYPE: DNA

<213> ORGANISM: homo sapiens

<220> FEATURE:

<223> OTHER INFORMATION: AMPD3_Exon_1 TALEN TARGET

<400> SEQUENCE: 21

tgaagtggat gagcaagtcce ggctectgge ggagaaggtg tttgctaaa

<210> SEQ ID NO 22

<211> LENGTH: 45

<212> TYPE: DNA

<213> ORGANISM: homo sapiens

<220> FEATURE:

<223> OTHER INFORMATION: AMPD3_Exon_2 TALEN TARGET

<400> SEQUENCE: 22

tggtcactgg agccacttee ctgeccacge cagcacecta tgceca
<210> SEQ ID NO 23

<211> LENGTH: 45

<212> TYPE: DNA

<213> ORGANISM: homo sapiens

<220> FEATURE:

<223> OTHER INFORMATION: AMPD3_Exon_3 TALEN TARGET

<400> SEQUENCE: 23

ttggaggact atgagcaggce agccaagagt ctggecaagg cecta

49

48

49

45

45

1) A method of producing a therapeutic reagent compris-
ing human cells that may be depleted in-vivo as part of an
cell therapy treatment, said method comprising:

(a) Providing human cells;

(b) Ex-vivo inducing specific drug hypersensitivity into
said human cell by selectively inhibiting the expression
of at least one gene, said gene being directly or indi-
rectly involved in the metabolization, elimination or
detoxification of said specific drug,

(c) Optionally assaying the hypersensitivity of the human
cell engineered in step b) to said drug;

(d) Culturing the engineered immune cells obtained in
step b).

2) A method to claim 1, wherein said human cells are
human hematopoietic stem cells (hHSC), and preferably
human primary cells.

3) A method to any one of claim 1 or 2, wherein said
human cells are immune cells, preferably T cells.

4) A method to any one of claims 1 to 3, wherein said gene
inhibition in step (b) is a long term inhibition, preferably by
gene editing.

5) A method of claim 4, wherein said gene editing is
obtained by introducing into said human cell, preferably
immune cell, at least one rare-cutting endonucleases or
targeted nickase targeting said gene.

6) The method according to claim 5, wherein said rare-
cutting endonuclease is a TALE-nuclease or Cas9.

7) A method of any one of claims 1 to 6, wherein said at
least one gene which expression is inhibited or inactivated is
selected from the group consisting of genes encoding for
GGH, RhoA, CDK5, CXCR3, NR1H2, URG4, PARP14,
AMPD3, CCDC38, NFU1, CACNGS and SAMHDI poly-
peptide.

8) A method of any one of claims 1 to 7, wherein the
expression of GGH is inhibited conferring hypersensitivity
to 5-FU and resistance to methotrexate.

9) A method of claim 8, wherein said rare-cutting endo-
nuclease has as target the gene under the NCBI Reference
Sequence NP_003869.1 encoding for human GGH enzyme.

10) A method of claim 8 or 9, wherein said rare-cutting
endonuclease targets a sequence of SEQ ID NO:14, or to a
sequence having at least 95% identity with the SEQ ID
NO:15.



